CORRESPONDENCE

with Lorenzo oil therapy in ALD is deficient
at best. In view of the complexities of fatty
acid metabolism, more detailed studies are
essential. Especially since “nutripharms are
‘naturally’ appealing to the general public”
(Walker et al, 1999), one should be careful
not to generate another “prematurely
amplified hope” (Moser, 1993).
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Authors’ reply: Drs Maurer & Volz offer a
helpful overview of ALD, however they take
our analogy between schizophrenia and
ALD too literally. We aimed to emphasise
by example the potential impact of abnor-
mal lipid metabolism on brain function.

The purpose of our editorial was to
review the evidence for and against a role
of altered lipid handling in schizophrenia.
We acknowledge that this is inconclusive
but we argue that there is sufficient consis-
tency to make further hypothesis-testing
worthwhile. It is true that it would be pre-
mature to claim a breakthrough in the
treatment of schizophrenia in spite of
encouraging case reports (Puri et al, 1998),
but it is not premature to postulate.
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Pharmacokinetics of clozapine

Sir: The paper by Kurz et al (1998) attempted
to fill a long-neglected gap in our know-
ledge of the pharmacokinetics of clozapine
and has important implications for clini-
cians who use clozapine levels as a means
of optimising therapy. An early paper by
Thorup & Fog (1977) had suggested that
intra-patient variability was marked in
some patients, but that study had serious
methodological flaws. Following Kurz’s
study we now know that patients on stable
doses of clozapine may show considerable
variability without clinical deterioration.

What implications does this have for
clinicians? Generally, clozapine levels are
used in patients who have only a partial
response to clozapine, or who relapse after
initially responding well. In view of Kurz et
als findings, modifying the dose after
checking a single clozapine level is now
untenable. Measuring serial levels may be
helpful in those patients who can be shown
to have little variability, but these appear to
be few and far between.

Kurz et al suggest that levels may also be
useful in problem patients with levels of
variability above 50%, in that these suggest
poor compliance. This is a non sequitur.
Coefficients of variability above 50% may
represent poor compliance — so may coeffi-
cients below 50%. If we are to continue to
use clozapine levels in problem patients,
two questions need to be answered. First, is
clinical deterioration related to fluctuations
in clozapine levels in some patients? Second,
what causes this variability?

In terms of the first point, Kurz et al have
clearly shown that some patients will remain
well, even when their levels vary widely.
This may not apply to all patients: indeed,
exclusion criteria are not specified in this
study, but it seems likely that patients who
did relapse during the course of the study
were excluded for this reason. Checking
regular levels in individual patients on
clozapine should indicate whether or not
they are sensitive to fluctuations.

The second question concerns the cause
of the variability in levels. Pharmacokinetic
variables are certainly one possibility. I sus-
pect, however, that insufficient consideration
has been given to the issue of compliance.
Previous studies using various measures of
compliance, including pill counts, clinician’s
estimates and interviews with patients, have
assessed compliance in patients on anti-
psychotic medications at between 24 and
90% (Falloon et al, 1978; Buchanan, 1992).

The wide range described probably reflects
the different methods of assessment used. It
is not clear how Kurtz et al attempted to
ensure compliance, but direct questioning
and clinician’s judgement have generally
been found to be unreliable (Cramer,
1991). If an in-patient group, whose medi-
cation was closely supervised, had much
lower mean intra-individual coefficients of
variation than those found by Kurz et al,
the interpretation of variable plasma levels
would be clearer and regular assessments
would indeed become a useful guide in the

management of problem patients.
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Medial prefrontal glutamine
and dreaming
Sir: In their review article, Feinberg &
Guazzelli (1999) proposed that malfunction-
ing corollary discharge and feed-forward
systems in the brain could explain many of
the symptoms of schizophrenia. Arguments
were presented that implicated neuronal
circuits involving the basal ganglia, thala-
mus and prefrontal cortex in this disease.
Of particular interest to us were the paral-
lels drawn between dreaming and psychosis.
Our group is using magnetic resonance
spectroscopy (MRS) to study the limbic
basal ganglia-thalamocortical circuit in
subjects with schizophrenia. In a previous
study, we found elevated levels of glutamine,
a precursor and metabolite of the excitatory
neurotransmitter glutamate, in never-treated
patients with schizophrenia in the left medial
prefrontal cortex, compared with healthy
volunteers (Bartha et al, 1997). This is of note
because the basal ganglia-thalamocortical


https://doi.org/10.1192/bjp.175.3.288a



